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Status 

1 )^| Responsive to communication(s) filed on 01 November 2007 . 
2a )□ This action is FINAL. 2b)£3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^3 Claim(s) 1,17-19, 23, 29, 34-38, 44, 47 and 54-63 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1.17-19.23.29.34-38.44.47 and 54-63 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) L~H The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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1 0 Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.1 14, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 1 1-1-2007 has been entered. 

Information Disclosure Statement 

The Information Disclosure Statement filed on 1 1-1-2007 has been considered. An initial 
copy is attached hereto. 

The amendment and response filed on 1-1-2007 are acknowledged. Claims 1, 19, 37-38, 
44, 47, 54, 56 and 61-62 have been amended. Claims 1, 17-19, 23, 29, 34-38, 44, 47 and 54-63 
are pending and currently under examination. 

Claim Rejections Withdrawn 

The rejection of claims 1, 17-19, 23, 29, 34-38, 44, 47 and 54-63 under 35 U.S.C. 1 12, 
first paragraph, because the specification, while being enabling for humanized monoclonal 
antibodies consisting of the variable heavy and light chains of monoclonal antibodies 13C4 or 
1 IE 10 (defined regions), does not reasonably provide enablement for humanized antibodies 
"comprising the heavy chain and light chain variable reasons of containing at least part of a 
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murine immunoglobulin variable regions as shown in Figure 3 (SEQ ID NO:21 or Figure 6 (SEQ 
ID NO:42), wherein the antibody specifically reacts with Stxl or Stx2 antigen or portions of 
SEQ ID NO:42 or SEQ ID NO:44 (i.e. the variable light and heavy chains of monoclonal 
antibodies 1 3 C4 or 1 IE 10) is withdrawn in light of the amendment thereto. 

The rejection of claims 23, 29, 44, 47, 54-55, 57 and 61-63 under 35 U.S.C. 1 12, first 
paragraph, because the specification, while being enabling for pharmaceutical compositions 
comprising humanized monoclonal antibodies with the variable light and heavy chains of 
monoclonal antibodies 13C4 or 1 1E10 (defined sequences), does not reasonably provide 
enablement for pharmaceutical compositions comprising humanized antibodies "comprising the 
heavy chain and light chain variable reasons of containing at least part of a murine 
immunoglobulin variable regions as shown in Figure 3 (SEQ ID NO:21 or Figure 6 (SEQ ID 
NO:42), wherein the antibody specifically reacts with Stxl or Stx2 antigen or portions of SEQ 
ID NO:42 or SEQ ID NO:44 (i.e. the variable light and heavy chains of monoclonal antibodies 
1 3 C4 or 1 IE 10) is withdrawn in light of the amendment thereto. 

The rejection of claims 1, 17-19, 23, 29, 34-38, 44, 47 and 54-63 are rejected under 35 
U.S.C. 1 12, first paragraph, for failing to meet the Written Description requirement is withdrawn 
in light of the amendment thereto. 

Claim Rejections Maintained 
Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
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is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, All F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

The rejection of claims 1, 17-19, 23, 29, 34-38, and 56-60 are rejected under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable over 
claim 9 of U.S. Patent No. 5,747,272 in view of Carter et al. (WO 94/04679) is maintained for 
reasons of record 
Applicant argues: 

1 . Applicant fail to understand how the minimization of the side effects relates to the diagnostic 
kits as claimed in claim 9 of the '272 patent. 

2. Neither the '272 patent or Carter provides motivation for humanization of the mouse 13C4 or 
1 IE 10 murine antibodies. 

3. Applicants provide strong evidence of the non-obviousness of the instant invention. 
Applicant's arguments have been fully considered and deemed non-persuasive. 

With regard to Point 1, the recitation of "diagnostic kit" is deemed to be an intended use 
and hence is not considered a claim limitation. 

With regard to Point 2, in view of the KSR decision, since the humanization of antibodies 
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is well known in the art yielding predictable results, it is obvious for the skilled artisan to modify 
the antibodies of the '272 patent (see KSR International Co. v. Teleflex Inc., No. 04-1350 [U.S. 
Apr. 30, 2007]). 

With regard to point 3, Applicant's arguments with regard to non-obviousness are not 
deemed persuasive (see below). 

As outlined previously, patent 5,747,272 discloses the murine antibodies 1 IE 10 and 
13C4 in claim 9. Carter et al. disclose methods of humanizing murine antibodies and in order to 
reduce the side effects associated with anti-mouse immunoglobulins. Consequently, it would 
have been obvious for the skilled artisan to humanize the antibodies of patent 5,747,272 to 
minimize the side effects of murine antibodies. Moreover, since the humanization of antibodies 
is well known in the art yielding predictable results, it is obvious for the skilled artisan to 
humanize any murine antibody including the antibodies of the '272 patent (see KSR 
International Co. v. Teleflex Inc., No. 04-1350 [U.S. Apr. 30, 2007]). 

35 USC §103 

The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
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claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S. C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

The rejection of claims 1, 17-19, 23, 29, 34-38, 44, 47 and 54-63 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Spiers et al. (Canadian Journal of Microbiology, 1991, 
Vol. 37, pages 650-653) or O'Brien et al. (U.S. Patent 5,747,272) in view of Carter et al. (WO 
94/04679) and Tzipori et al. (U.S.2003/0082189 Al - IDS) is maintained for reasons of record. 
Applicant argues: 

1 . There is nothing in the references of record that provides a basis for selecting either 13C4 or 
1 IE 10 as a candidate antibody for humanization to arrive at the defined antibodies as presently 
claimed. 

2. There is nothing in Speirs or O'Brien that teaches, suggests, or motivates the skilled worker to 
use their antibodies in a therapeutic application to treat a Shiga toxin induced disease, much less 
to humanize these antibodies for that purpose. 

3. The ability of an antibody to detect a Shiga- like toxin does not necessarily translate into the 
ability to effectively neutralize a Shiga-like toxin or protect an animal against a challenge with a 
Shiga toxin in vivo. 

4. Carter describes general methods of humanizing an antibody and fails to describe or even 
mention either the 13 C4 or 1 IE 10 antibody. 
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5. Tzipori fails to provide motivation to produce the claimed humanized 13C4 and 1 IE 10 
antibodies because Tzipori describes different antibodies and fails to even mention 13C4 and 
11E10. 

6. The 13C4 and 1 1E10 antibodies were known at the time Tzipori et al. was filed. Given that 
Tzipori et al. did not utilize them in his studies demonstrates that the skilled artisan would not 
choose to humanize 13C2or 11E10. 

7. As exhibited by Exhibit B, there is an unmet medical need for treating infections resulting 
from Shiga toxin producing bacteria and that Applicant's antibodies address this unmet need. 

Applicant's arguments have been fully considered and deemed non-persuasive 

With regard to Point 1, humanizing either the 13 C4 or 1 IE 10 monoclonal antibodies 
would necessarily result in humanized antibodies with the same binding specificity as the 
antibodies of the instant invention. Moreover, Applicant is reminded that one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). In the instant rejection the 
motivation to humanize is provided by Tzipori et al. disclose that monoclonal antibodies specific 
for Shiga toxins (i.e. like 13C4 and 1 1E10) can be used to treat hemolytic uremic syndrome. 

With regard to Points 2 and 3, in response to applicant's argument that the references fail 
to show certain features of applicant's invention, it is noted that the features upon which 
applicant relies (i.e., the use the claimed antibodies in a therapeutic application to treat a Shiga 
toxin induced disease or that said antibodies effectively neutralize a Shiga-like toxin or protect 
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an animal against a challenge with a Shiga toxin in vivo) are not recited in the rejected claim(s). 
Although the claims are interpreted in light of the specification, limitations from the specification 
are not read into the claims. See In re Van Geuns, 988 F.2d 1 181, 26 USPQ2d 1057 (Fed. Cir. 
1993). Moreover, Applicant is reminded that the rejected claims are product claims and as such 
any intended use does not constitute a claim limitation. As the antibodies resulting from the 
combination of the cited references are the same as those of the instant invention, they would 
necessarily have the same binding affinities and immunological properties. Therefore, all the 
limitations of the instant claims are met. Finally, contrary to Applicant's assertion, Tzipori et al. 
disclose that monoclonal antibodies specific for Shiga toxins (i.e. like 13C4 and 1 1E10) can be 
used to treat hemolytic uremic syndrome. 

With regard to Points 4 and 5, Applicant is reminded that one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981); In re 
Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). In the instant rejection the 
motivation to humanize is provided by Tzipori et al. disclose that monoclonal antibodies specific 
for Shiga toxins (i.e. like 13C4 and 1 1E10) can be used to treat hemolytic uremic syndrome. 
Moreover, Tzipori et al. disclose that the anti-Shiga toxin antibodies are either human 
monoclonal antibodies or chimeric monoclonal antibodies (see paragraph [0004]). 

With regard to Point 6, contrary to Applicant's assertion, the skilled artisan would, upon 
reading all the cited references, would elect to humanize the 13C4 and 1 1E10 antibodies. 
Applicant is reminded that one cannot show nonobviousness by attacking references individually 
where the rejections are based on combinations of references. See In re Keller, 642 F.2d 413, 
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208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 
1986). In the instant rejection the motivation to humanize is provided by Tzipori et al. disclose 
that monoclonal antibodies specific for Shiga toxins (i.e. like 13C4 and 1 1E10) can be used to 
treat hemolytic uremic syndrome. Moreover, in view of the KSR decision, since the process of 
humanization of murine antibodies is well known in the art yielding predictable results, it is 
obvious for the skilled artisan to humanize any murine antibody (see KSR International Co. v. 
Teleflex Inc., No. 04-1350 [U.S. Apr. 30, 2007]). 

With regard to Point 7, as Tzipori et al. disclosed a method for treating Shiga-toxin 
related diseases (i.e. HUS) prior to the instant invention, the criteria set forth in MPEP 716.04 
has not been met. Consequently, the rejection is deemed proper and is maintained. 

As outlined previously, Spiers et al. and O'Brien disclose the 1 1E10 and 13C4 
antibodies. 

They differ from the instant invention in that they don't disclose humanized forms of said 
antibodies. 

Carter et al. disclose the methods of producing humanized antibodies. 

Tzipori et al. disclose that monoclonal antibodies specific for Shiga toxins (i.e. like 13C4 
and 1 1E10) can be used to treat hemolytic uremic syndrome (see abstract). 

Consequently, it would have been equally obvious for one of skill in the art to employ the 
methodologies disclosed by Carter et al. to humanize the 13C4 and 1 1E1 10 antibodies in order to 
reduce the side effects associated with anti-mouse immunoglobulins since the process of 
humanizing a known antibody is well known in the art. One would have been motivated to 
humanize said antibodies in order to use them in the treatment methodologies disclosed by 
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Tzipori et al. Moreover, since the humanization of antibodies is well known in the art yielding 
predictable results, it is obvious for the skilled artisan to humanize any murine antibody 
including the antibodies of Speirs or O'Brien (see KSR International Co. v. Teleflex Inc., No. 04- 
1350 [U.S. Apr. 30, 2007]). 

One would have had a reasonable expectation of success, as humanizing antibodies is a 
well-established method within the art. Furthermore, though the sequences of said antibodies 
where not explicitly disclosed it would have been standard practice for one of skill in the art to 
obtain said sequences utilizing standard sequencing methods. 

The rejection of claims 1, 17-19, 23, 29, 34-34, 44, 47 and 54-63 under 35 U.S.C. 103(a) 
as being unpatentable over Spiers et al. (Canadian Journal of Microbiology, 1991, Vol. 37, pages 
650-653) or O'Brien et al. (U.S. Patent 5,747,272) in view of Shitara et al. (U.S. Patent 
5,866,692) and Tzipori et al. (U.S.2003/0082189 Al - IDS) is maintained for reasons of record. 
Applicant argues: 

1 . There is nothing in the references of record that provides a basis for selecting either 13C4 or 
1 IE 10 as a candidate antibody for humanization to arrive at the defined antibodies as presently 
claimed. 

2. There is nothing in Speirs or O'Brien that teaches, suggests, or motivates the skilled worker to 
use their antibodies in a therapeutic application to treat a Shiga toxin induced disease, much less 
to humanize these antibodies for that purpose. 
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3. The ability of an antibody to detect a Shiga- like toxin does not necessarily translate into the 
ability to effectively neutralize a Shiga-like toxin or protect an animal against a challenge with a 
Shiga toxin in vivo. 

4. Shitara describes general methods of humanizing an antibody and fails to describe or even 
mention either the 13 C4 or 1 IE 10 antibody. 

5. Tzipori fails to provide motivation to produce the claimed humanized 13C4 and 1 IE 10 
antibodies because Tzipori describes different antibodies and fails to even mention 13C4 and 
11E10. 

6. The 13C4 and 1 1E10 antibodies were known at the time Tzipori et al. was filed. Given that 
Tzipori et al. did not utilize them in his studies demonstrates that the skilled artisan would not 
choose to humanize 13C2or 11E10. 

7. As exhibited by Exhibit B, there is an unmet medical need for treating infections resulting 
from Shiga toxin producing bacteria and that Applicant's antibodies address this unmet need. 

Applicant's arguments have been fully considered and deemed non-persuasive 

As outlined previously, Spiers et al. and O'Brien disclose the 1 1E10 and 13C4 
antibodies. 

They differ from the instant invention in that they don't disclose humanized forms of said 
antibodies. 

Shitara et al. disclose the methods of producing humanized antibodies. 
Tzipori et al. disclose that monoclonal antibodies specific for Shiga toxins (i.e. like 13C4 
and 1 1E10) can be used to treat hemolytic uremic syndrome (see abstract). 
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Consequently, it would have been equally obvious for one of skill in the art to employ the 
methodologies disclosed by Shitara et al. to humanize the 13C4 and 1 1E1 10 antibodies in order 
to reduce the side effects associated with anti-mouse immunoglobulins since the process of 
humanizing a known antibody is well known in the art. One would have been motivated to 
humanize said antibodies in order to use them in the treatment methodologies disclosed by 
Tzipori et al. Moreover, since the humanization of antibodies is well known in the art yielding 
predictable results, it is obvious for the skilled artisan to humanize any murine antibody 
including the antibodies of Speirs or O'Brien (see KSR International Co. v. Teleflex Inc., No. 04- 
1350 [U.S. Apr. 30, 2007]). 

One would have had a reasonable expectation of success, as humanizing antibodies is a 
well-established method within the art. Furthermore, though the sequences of said antibodies 
where not explicitly disclosed it would have been standard practice for one of skill in the art to 
obtain said sequences utilizing standard sequencing methods. 

New Claim Objections 

Claim 1 is objected to for referring to Figures 3 and 6. Moreover, the use of parenthesis is 
confusing. It is suggested the claimed variable regions be referred to solely by the SEQ ID NOs 
that engender them. 

New Grounds of Rejection 
Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
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improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

Claims 1, 17-18, 23, 37 and 56-60 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 25-36 and 38 
of copending Application No. 1 1/788,546. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because both claim sets are drawn to humanized 
antibodies with the binding specificity of murine antibody 13C4. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 



Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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Claims 19, 29, 34-36, 47 and 54-63 are rejected under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claims 19, 47, 56 and 61 are rendered vague and indefinite by the use of the phrase "said 
variable region consists of the murine "X" (ATCC Accession No. X) variable region". It is 
unclear which variable region is being claimed as the recited murine antibodies have multiple 
regions whereas the use of the term "the" suggests the only possess one variable region. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Robert A. Zeman whose telephone number is (571) 272-0866. 
The examiner can normally be reached on Monday- Thursday, 7am -5:30 p.m. . 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shanon Foley can be reached on (571) 272-0898. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see h ttp ://pair-direct.uspto . gov . 

Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 



/Robert A. Zeman/ 

Primary Examiner, Art Unit 1645 

September 16, 2007 



